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BOX n. OBSERVATIONS WHERE UNITY OF INVENTION IS LACKING 

This application contains Che following inventions or groups of inventions which are not so linked as to form a single general 
inventive concept under PCT Rule 13. 1. In order for all inventions to be examined, the appropriate additional examination fees must 
be paid. 

Claim(s) 1-3, 5-6, 16, 18, 20-32 drawn to a method of identifying a conq70und that modulate angiogcnesis, the method comprises 

contacting the compound with a nucleic acid sequence that hybridizes to the nucleic acid sequence selected from Group : - 

SEQ ID NO:3, 

SEQ ID NO:32, 

SEQ ID NO:43, 

SEQ ID NO:57, 

SEQ ID NO:63, 

SEQ ID NO:68, 

SEQ ID NO:70, 

SEQlDNO:76. 

SEQ ID NO:81, 

SEQ ID NO:86, 

SEQ ID NO: 89, 

SEQ ID NO: 120. 

SEQ ID NO: 128. 

SEQ ID NO: 139. 

SEQ ID NO: 153. 

SEQ ID NO: 163. 

SEQ ID NO: 165. 

SEQ ID NO: 169, 

SEQ ID NO: 171. 

SEQ ID NO: 173. 

SEQ ID NO: 175. 

SEQ ID NO: 183. 

SEQ ID NO:202. 

SEQ ID NO:210. 

SEQ ID NO:218, 

SEQ ID NO:227. 

SEQ ID NO:232, 

SEQ ID NO: 248. 

SEQ ID NO:274, 

SEQ ID NO:285, 

SEQ ID NO:286, 

SEQ ID NO:297. 

SEQ ID NO:307, 

SEQ ID NO:308. 

SEQ ID NO:317, 

SEQ ID NO:318. 

SEQ ID NO:320. 

SEQ ID NO:323, 

SEQ ID NO: 324. 

SEQ ID NO:329, 

SEQ ID NO: 330. 

SEQ ID NO: 340. 

SEQ ID NO:35I. 

SEQ ID NO:365. 

SEQ ID NO:377, 
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SEQ ID NO:384, 
SEQIDNO;406, 
SEQ ID NO: 408. 
SEQ ID NO:419, 
SEQ ID NO:421, 
SEQ ID NO: 428, 
SEQ ID NO: 437, 
SEQ ID NO:439 
SEQ ID NO:445. 
SEQ ID NO:456, 
SEQ ID NO:462, 
SEQIDNO:481. 
SEQ ID NO:484, 
SEQ ID NO:493. 
SEQ ID NO:496. 
SEQ ID NO: 498. 
SEQ ID NO:519 

Claims 1-17, 19-24 25-32 drawn to a method of identifying a confound that modulate angiogenesis, the method conq>rises contactmg 
the compound with a polypeptide encoded by a nuclei acid sequ^ice that hybridizes to the nucleic acid sequence selected from Group 



SEQ ID NO:33, 

SEQ ID NO:44. 

SEQ ID NQ:58, 

SEQ ID NO:64, 

SEQ ID NO:69, 

SEQIDNO:71, 

SEQ ID NO:77, 

SEQ ID NO:82. 

SEQIDNO:87. 

SEQ ID NO:90. 

SEQ ID NO: 121, 

SEQ ID NO: 129, 

SEQ ID NO: 140, 

SEQ ID NO: 154, 

SEQ ID NO: 164, 

SEQ ID NO: 170, 

SEQ ID NO: 172, 

SEQ ID NO: 174. 

SEQ ID NO: 176, 

SEQ ID NO: 184, 

SEQ ID NO:203, 

SEQ ID NO:287, 

SEQ ID NO:298, 

SEQ ID NO:309, 

SEQ ID NO:319, 

SEQ ID NO: 325. 

SEQ ID NO:33l, 

SEQ ID NO:34l. 

SEQ ID NO: 352. 

SEQ ID NO:366. 

SEQ IDNO:378. 

SEQ ID NO: 385, 

SEQIDNO:407, 

SEQ ID NO:409. 

SEQ ID NO:420, 

SEQ ID NO:429. 
.SEQ ID NO:438, 
. SEQ ID NO:440, 
. SEQ ID NO:446, 

. SEQ ID NO:457> 
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Claims 33, drawn to a method of modulating angiogenesis in a subject by administering a therapeutic effective amount, of a 

polypeptide encoded by a nucleic acid sequence v^ch hybridizes to the nucleic acid sequence selected from Group : - 

SEQIDNO:63, 

SEQ ID NO:76, 

SEQIDNO:81, 

SEQ ID NO: 86. 

SEQ ID NO:89. 

SEQ ID NO: 120, 

SEQ ID NO: 128. 

SEQ ID NO: 165, 

SEQ ID NO: 183, 

SEQ ID NO:202. 

SEQ ID NO:218. 

SEQ ID NO:232. 

SEQ ID NO:274. 

SEQ ID NO:285, 

SEQIDNO:286, 

SEQ ID NO:297, 

SEQIDNO:317, 

SEQIDNO:318. 

SEQIDNO:320, 

SEQIDNO:323, 

SEQ ID NO:324. 

SEQIDNO:340. 

SEQ ID NO: 377. 

SEQ ID NO:384, 

SEQ ID NO:406, 

SEQ ID NO:408. 

SEQ ID NO: 439 

SEQ ID NO:445. 

SEQ ID NO:456, 

SEQIDNO:48l, 

SEQ ID NO:484, 

SEQ ID NO:493, 

SEQIDNO:496, 

SEQ ID NO:498. 

Claims 34, drawn to a method of modulating angiogenesis in a subject by administering a therapeutic effective amount of a nucleic 

acid sequence N^ch hybridizes to the nucleic acid sequence selected from Group : • 

SEQ ID NO:3, 

SEQ ID NO: 32, 

SEQID NO:43. 

SEQ ID NO:57. 

SEQ ID NO:63. 

SEQ ID NO:68. 

SEQ ID NO:70, 

SEQ ID NO: 76. 

SEQ ID NO:8l. 

SEQ ID NO:86, 

SEQ ID NO:89, 

SEQ ID NO: 120, 

SEQ ID NO: 128, 

SEQID NO: 139, 

SEQID NO: 153. 
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SEQIDNO:163. 
.SEQIDNO:165. 
.SEQ ID NO: 169. 
.SEQ ID NO: 171. 

SEQ ID NO: 173. 

SEQ ID NO: 175. 
.SEQ ID NO: 183. 
.SEQIDNO:202. 
.SEQ ID NO:210. 

SEQ ID NO:218. 
.SEQIDNO:227. 
. SEQ ID NO:232. 
. SEQ ID NO:248. 
.SEQ ID NO:274. 
.SEQIDNO:285, 
. SEQ ID NO:286, 

SEQ ID NO:297. 

SEQ ID NO: 307. 
.SEQ ID NO: 308. 
.SEC^lDNO:317. 
. SEQ ID NO:3I8. 

SEQ ID NO: 320, 
.SEQ ID NO: 323. 
.SEQ ID NO:324. 
.SEQIDNO:329, 
. SEQ ID NO:330. 
.SEQIDNO:340, 
.SEQIDNO:351, 
.SEQIDNO:365. 
.SEQIDNO:377, 
.SEQ ID NO:384, 
. SEQ ID NO:406, 
.SEQ ID NO:408, 
.SEQ ID NO:419, 
. SEQ ID NO:42l. 
.SEQ ID NO:428. 
.SEQ ID NO:437, 
. SEQ ID NO:439 

SEQ ID NO:445. 
.SEQ ID NO:456, 

SEQ ID NO:462, 

SEQ IDNO:481. 
.SEQIDNO:484. 
.SEQIDNO:493. 
. SEQ ID NO:496. 
.SEQ ID NO:498. 
.SEQ ID NO:519 

Claims 35-36, drawn to an isolated nucleic acid sequences or variants thereof selected from Group : 
.SEQ ID NO: 165, 
.SEQ ID NO:202. 
.SEQ ID NO:210, 

SEQ ID NO:218, 
.SEQ ID NO:227, 
. SEQ ID NO:232. 
. SEQ ID NO:248. 
. SEQ ID NO:274. 
. SEQ ID NO:285, 
. SEQ ID NO:286, 
.SEQIDNO:297, 
.SEQ ID NO: 307, 

.SEQ ID' NO: 308. 
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22( SEQroNO:317, 

221. SEQ IDNO:318, 

222. SEQ ID NO: 320, 

223. SEQ ID NO:323. 
22^ . SEQ ID NO:324. 
22i.SEQ ID NO:329. 

224. SEQ ID NO:330. 

Claims 37, drawn to an isolated polypeptide selected from Group 
22l.SEQIDNO:287, 
22f SEQ ID NO:298, 

225. SEQ ID NO: 309. 



23C 
23] 
23i 



.SEQ ID NO:319. 
.SEQIDNO:325. 
.SEQlDNO:331. 



The inventions listed as Groups 1-232 do not relate to a single general inventive concept under PCX Rule 13. 1 because, under PCT 
Rule 13.2, they lack the same or corresponding special technical features for the follovving reasons: 

The special technical feature of Groiq)s 1-62 are confounds that interacts with nucleic acid sequences. 

The special technical feature of Groiq)s 63- 1 10 are confounds that interacts with polypeptides. 

The special technical feature of Groins 64- 144 is protein therapy. 

The special technical feature of Groiq^s 145-206 is gene therapy. 

The special technical feature of Groups 207-226 are nucleic acid sequences. 

The special technical feature of Groups 227-232 are polypeptide sequences. 

This international searching authori^ considers that the international application does not con^ly with the requirements of unity of 
invention (Rules 13.1, 13.2. and 13.3) for the reasons indicated below: 

According to the guidelines in Section (9(i)(a) of Aimex B of the PCT Administrative instruction, the special technical feature as 
defined by PCT Rule 13.2 shall be considered to be met w^en all the alternatives of a Markush-group are of similar nature. For 
chemical alternatives, such as the claimed sequences) the Markush group shall be regarded as being of similar nature when 

(A) all alternatives have a common property or activity and 

(B) (1) a common structure is present, i.e. a significant structure is shared by all of the alternatives or 
(B)(2) in ca^es where the common structure cannot be the unifying criteria, all 

alternatives belong to an art recognized class of conq>ouiids in the art to which the invention pertains. 

The instant application claims multiple polynucleotide and polypeptide sequences, >Kliich are considered to lack unity because: 

These sequences do not meet the criteria of (A), common property or activity or (B)(2) art recognized class of compoimds. Each 
sequence behave in a different way in the context of the claimed invention. Each member of the class cannot be substituted, one for 
the other, with the e;^cctation that the same intended result would be achieved. 

Further, the sequences do not meet the criteria of (B)(1), as they do not share, one with another, a common core structure. 
Accordingly, unity of invention between the nucleotide and protein sequences is lacking and each sequence claimed is considered to 
constitute a special technical feature. 
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